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1. The designated Office is hereby notified of its election made: 

| X | in the demand filed with the International Preliminary Examining Authority on: 

16 February 2001 (16.02.01) 



| | in a notice effecting later election filed with the International Bureau on: 



2. The election | X| was 

| | was not 
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made before the expiration of 1 9 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). V 
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HIRAKI, Yusuke 
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Floor, 17-1, Toranomon 1-chome 
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Applicant's or agent's file reference 
PH-1064-PCT 


IMPORTANT NOTICE 


International application No, 
PCT/J POO/06840 


International filing date (day/rnonth/year) 
02 October 2000 (02.10.00) 


Priority date (day/month/year) 

01 October 1999 (01.10.99) 


Applicant 

KYOWA HAKKO KOGYO CO., LTD. et al 



1. Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

AU,KP,KR,US 

In accordance with Rule 47.1 (c), third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 

AE f AG,AL r AM,AP,AT,AZ,BA,BB f BG f BR,BY,BZ,CA,CH / CN,CR,CU f C2,DE,DK # DM # DZ,EA,EE,EP,ES, 
FlrGB^GDfGE^GHfGM.HR^UflDJUINJS^PfKEfKGfKZfLCfLK^RfLSfLTrLUrLV.MA^MDfMGfMK, 
^ MN,MW,MX,MZ,NO,NZ,OA,PL,PT,RO,RU,SD,SE,SG,SI^^ 

The communication will be made to those Offices only upon their request. Furthermore, those Offices do not require the 
applicant to furnish a copy of the international application (Rule 49.1 (a-bis)). 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
12 April 2001 (12.04.01) under No. WO 01/25427 



V.. 



REMINDER REGARDING CHAPTER II {Article 31{2)(a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary- 
Examining Authority before the expiration of 19 months from the priority date. 

It is the applicant's sole responsibility to monitor the 19-month time limit. 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 

REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

If the applicant wishes to proceed with the international application in the national phase, he must, within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/JB/301 {Notification of Receipt of Record Copy) and Volume U of the PCT Applicant's Guide. 
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INTERNATIONAL SEARCH REPORT 


International application No. 

PCT/JP00/06840 


Box I Observations where certain claims were found unsearchable (Continuation of item 1 f first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 



1. [3 Claims Nos.: 22,33,51,57,66,69,76 

because they relate to subject matter not required to be searched by this Authority, namely: 

The inventions as set forth in claims 22, 33, 66 and 69 relate to "methods for 
inhibiting, promoting or controlling cell apoptosis" . As stated in the description, 
these methods are performed for therapy in the human body. Therefore, these 
inventions pertain to methods for treatment of the human body by therapy. The 
inventions as set forth in claims 51, 57 and 76 relate to "drug delivery methods 
for inducing a fused antibody comprising an antibody bonded to a drug into 
arteriosclerotic focus" which are to be performed in the human body in therapy. 
Therefore, these inventions pertain to methods for treatment of the human body 
by therapy. 

2. Q Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. [j| Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 
Box 11 Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 
This International Searching Authority found multiple inventions in this international application, as follows: 
See extra sheet. 



1 . Q As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 

claims. 

2. As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee, 

3. As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



4. [>£| No required additional search fees were timely paid by the applicant. Consequently, this international 
search report is restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 

The inventions as set forth in claims which relate to the base sequence 

represented by SEQ ID NO; 143 or the amino acid 
sequence represented by SEQ ID NO: 144 

Remark on Protest The additional search fees were accompanied by the applicant's protest. 

I I No protest accompanied the payment of additional search fees. 
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International application No. 
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Continuation of Box No. II of continuation of first sheet (1) 

The requirement of unity of invention in international application (PCT Rule 
13.1) is not satisfied unless there is a technical relationship between a group of 
inventions as set forth in claims involving one or more of the same or corresponding 
special technical feature. The term "special technical feature" means a technical 
feature clearly showing the contribution achieved by the inventions as set forth in 
the claims as a whole (PCT Rule 13.2) . The requirement of unity of invention is judged 
without considering whether the group of inventions are described in separate claims 
or in a single claim in the alternative form (PCT Rule 13.3) . 

In the present case, the inventions relating to the base sequences represented 
by SEQ ID NOS : 143, 145, 147, 149, 151, 153, 155, 157, 168, 170, 172, 111, 113, 117, 
119, 121, 123, 125, 127, 135, 137, 139, 141, 1, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 
23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 63, 
65, 67, 69, 71, 73, 75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 103, 105, 
107 and 109 (or the amino acid sequences represented by SEQ ID NOS: 144, 146, 148, 150, 

152, 154, 156, 158, 169, 171, 173, 112, 114, 118, 120, 122, 124, 126, 128, 136, 138, 

140, 142, 2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 

42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62, 64, 66, 68, 70, 72, 74, 76, 78, 80, 82, 

84, 86, 88, 90, 92, 94, 96, 98, 100, 102, 104, 106, 108 and 110) or the base sequences 
represented by SEQ ID NO: 115, 116, 129, 130, 131, 132, 133 and 134 have a matter in 
common W DNA the expression of which is induced by a shear stress stimulus in 
hemoendothelial cells" . However, there had been publicly known endothelin-1 , monocyte 
chemotactic protein- 1, etc. as W DNA the expression of which is induced by a shear stress 
stimulus in hemoendothelial cells", as the applicant recognizes. Therefore, it can 
be concluded that there is no "special technical feature" common to the inventions 
relating to the above -described base sequences (or amino acid sequences) as set forth 
in the claims . 

Such being the case, the claims involve 86 separate inventions respectively 
relating to the base sequences represented by SEQ ID NOS: 143, 14 5, 147, 14 9, 151, 

153, 155, 157, 168, 170, 172, 111, 113, 117, 119, 121, 123, 125, 127, 135, 137, 139, 

141, 1, 3, 5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 

43, 45, 47, 49, 51, 53, 55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 75, 77, 79, 81, 83, 

85, 87, 89, 91, 93, 95, 97, 99, 101, 103, 105, 107 and 109 (or the amino acid sequences 
represented by SEQ ID NOS: 144, 146, 148, 150, 152, 154, 156, 158, 169, 171, 173, 112, 
114, 118, 120, 122, 124, 126, 128, 136, 138, 140, 142, 2, 4, 6, 8, 10, 12, 14, 16, 
18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 
60, 62, 64, 66, 68, 70, 72, 74, 76, 78, 80, 62, 84, 86, 88, 90, 92, 94, 96, 98, 100, 
102, 104, 106, 108 and 110) or the base sequences represented by SEQ ID NO: 115, 116, 
129, 130, 131, 132, 133 and 134. 
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INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP00/06840 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 C12N15/12, C07K14/435, 16/l8 f C12P21/02, 

C12Q1/68, A61K38/00, 39/395, 48/00, A61P9/10, 
G01N33/50, 33/53, 
According to International Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 7 C12N15/11-15/62, C07K14/00-14/825 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
GenBank/EMBL/DDBJ/GeneSeq, SwissProt/PIR/GeneSeq, 
BIOSIS (DIALOG) ,WPI (DIALOG) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


X 


WO, 99/14327, A2 (GENENTECH, INC.), 
25 March, 1999 (25.03.99), 

especially, PR0246, FIG. 26 (Accession No.X28436), 

FIG. 27 (Accession NO.Y05286) 

& AU, 9893121, A & ZA, 9808293, A 


2,4,11, 12, 
36-40,43, 
45,46 


X 


WO, 99/14328, A2 (GENENTECH, INC.), 
25 March, 1999 (25.03.99), 

especially, FIGURE 16 (Accessiion No.X52221) , 

FIGURE 17 (Accession NO.Y13351) 

& 2A, 9808460, A & AU, 9893178, A 

& EP, 1027434, A2 


2,4,11, 12, 
36-40,43, 
45,46 


X 


US, 5942606, A (INCYTE PHARMACEUTICALS, INC.), 
24 August, 1999 (24.08.99), 

especially, SEQ ID NO:2 (Accession NO.X87000), 
SEQ ID NO:l (Accession NO.Y27096) 
(Family: none) 


2,4,11,12, 
36-40,43, 
45,46 


P,X 


WO, 99/58660, Al (HUMAN GENOME SCIENCES, INC.), 
18 November, 1999 (18.11.99), 


2, 4, 11, 12, 
36-40,43, 



Further documents are listed in the continuation of Box C. Q See patent family annex. 



* Special categories of cited documents: 

"A" document defining the general state of the art which is not 

considered to be of particular relevance 
U E" earlier document but published on or after the international filing 

date 

U V document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other 
means 

"P" document published prior to the international filing date but later 



T later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

T document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 

M &° document member of the same patent family 



Date of the actual completion of the international search 
19 December, 2000 (19.12.00) 


Date of mailing of the international search report 

26 December, 2000 (26.12.00) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 
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C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



P,X 



P,X 



especially, SEQ ID NO:39 (Accession NO.Z65278), 
SEQ ID NO:291 (Accession NO.Y76303) 
& AU, 9938831, A 

WO, 00/11015, Al (ALPHAGENE, INC.), 
02 March, 2000 (02.03.00), 

especially, SEQ ID NO:37 (Accession No.A23441) , 
SEQ ID NO: 38 (Accession NO.Y94999) 
& AU # 9957847, A 

WO, 00/15666, A2 (GENENTECH, INC.), 
23 March, 2000 (23.03.00), 

especially, FIGURE 15 (Accession No.A30052) , 
FIGURE 16 (Accession NO.Y88574) 
& AU, 9958167, A 

TOPPER, James N. et al . , "Blood flow and vascular gene 
expression: fluid shear stress as a modulator of 
endothelial phenotype" , Molecular Medicine Today, 
January, 1999, Volume 5, Number 1, pages 40-46 

ANDO, Joji et al . , "Flow- dependent Regulation of Gene 
Expression in Vascular Endothelial Cells" , Japanese Heart 
Journal, January, 1996, Volume 37, Number 1, 19-32 



45,46 



2,4,11,12, 
36-40,43, 
45,46 



2,4,11,12, 
36-40,43, 
45,46 



1,2,4-12, 
35-50 



1,2,4-12, 
35-50 
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X$ik4 : AND0, Joji et al. , Flow-dependent Regulation of Gene Expression in 
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Japanese Heart Journal, January, 1996, Volume 37, Number 1, 19-32 
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International application No. 

PCT/JP00/06840 



1. Basis of the report 



□ 



With regard to the elements of the international application:* 
[X3 the international application as originally filed 

the description: 

pages 

pages 

pages 

| | the claims: 
pages 

pages 

pages 

pages 



, as originally filed 



filed with the demand 



filed with the letter of 



. as originally filed 

. as amended (together with any statement under Article 19 

, filed with the demand 



. filed with the letter of 



| | the drawings: 
pages 
pages 
pages 



, as originally filed 



, filed with the demand 



. filed with the letter of 



| | the sequence listing part of the description: 
pages 

pages 

pages 



, as originally filed 



. filed with the demand 



filed with the letter of 



With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authoritv in the following language which is: 

□ 

the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 

□ 

the language of publication of the international application (under Rule 48.3(b)). 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the ba;;is of the sequence listing: 

contained in the international application in written form, 
filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readable form 

The statement that the subsequent!) furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 

The amendments have resulted in the cancellation of: 

I 1 the description, pages 

1 1 the claims. Nos. 

the drawings, sheets/fig 



□ 
El 
□ 
□ 
□ 



□ 



, I I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which hove been furnished to the receiving Office in response to an invitation under Article }4 are referred to 
in this report as " original Iv filed" and are not annexed to this report since thev do not contain amendments (Rule 70 J 6 
and 70. 1 7 j. 

** Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

1 | the entire international application. 

[X] claims Nos. 22.33.51.57.66.69.76 

because: 

[\7] the said international application, or the said claims Nos. 22.33.51.37.66.69,76 

J relate to the following subject matter which does not require an international preliminary examination (specify'): 

See supplemental sheet for continuation of Box III. 1 . 



□ the description, claims or drawings (indicate particular elements below) or said claims Nos. 
are so unclear that no meaningful opinion could be formed (specify). 



□ the claims, or said claims Nos. are so inadequately supported 
by the description that no meaningful opinion could be formed. 

[VI no international search report has been established for said claims Nos. 22.33.51.57.66.69.76 . 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 

| | the written form has not been furnished or does not comply with the standard. 

| | the computer readable form has not been furnished or docs not comply with the standard. 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: III. 1 . 



The inventions set forth in Claims 22, 33, 66 and 69 
relate to "methods for suppressing, promoting or 
regulating cell apoptosis", but as presented in the 
description, these are carried out with the object of 
therapy in the human body, and therefore these inventions 
pertain to methods for treatment of the human body by 
therapy. Similarly, the inventions set forth in Claims 
51, 57 and 76 relate to "a method of drug delivery, which 
introduces to a focus of arteriosclerosis a fusion 
antibody formed by binding between an antibody and a 
drug", and thus also pertain to methods for treatment of 
the human body by therapy. 
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International application No. 
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PCT/JP00/06840 


IV. Lack of unity of invention 


1. In response to the invitation to restrict or pay additional fees the applicant has: 




1 1 restricted the claims. 




1 1 paid additional fees. 




| 1 paid additional fees under protest. 




DKI neither restricted nor paid additional fees. 




i I This Authority found that the requirement of unity of invention is not complied with and chose, according to Rule 68. 1, 
2- 1 I not to invite the applicant to restrict or pay additional fees. 



3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1. 13.2 and 13.3 is 
1 | complied with. 

DKI not complied with for the following reasons: 

See supplemental sheet for continuation of Box IV. 3. 



4. Consequently, the following parts of the international application were the subject of international preliminary examination 
in establishing this report: 

□ 

all parts. 

the parts relating to claims Nos. 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: IV. 3, 



The condition of unity of the invention (PCT Rule 
13.1) is only satisfied when there is a technical 
relationship among a group of claimed inventions 
involving one or more of the same or corresponding 
special technical features, and the expression "special 
technical features" means those technical features which 
define a contribution which each of the claimed 
inventions, considered as a whole, makes over the prior 
art (PCT Rule 13.2). Moreover, the determination whether 
a group of inventions is so linked as to form a single 
inventive concept shall be made without regard to whether 
the inventions are claimed in separate claims or as 
alternatives within a single claim. 

Looking at the claims on this basis, the feature 
common to claims associated with the nucleotide sequences 
represented by SEQ ID NO: 143, 145, 147, 151, 153, 155, 
157, 168, 170, 172, 111, 113,- 117, 119, 121, 123, 125, 
127, 135, 137, 139, 141, 1, 3, 5, 7, 9, 11, 13, 15, 17, 
19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 
47, 49, 51, 53, 55, 57, 59, 61, 63, 65, 67, 69, 71, 73, 
75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 
103, 105, 107 and 109 (or the amino acid sequences 
represented by SEQ ID NO: 144, 146, 148, 150, 152, 154, 
156, 158, 169, 171, 173, 112, 114, 118, 120, 122, 124, 
126, 128, 136, 138, 140, 142, 2, 4, 6, 8, 10, 12, 14, 16, 
18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 
46, 48, 50, 52, 54, 56, 58, 60, 62, 64, 66, 68, 70, 72, 
74, 76, 78, 80, 82, 84, 86, 88, 90, 92, 94, 96, 98, 100, 
102, 104, 106, 108 and 110) or the nucleotide sequences 
represented by SEQ ID NO: 115, 116, 129, 130, 131, 132, 



Form PCT/IPEA/409 (Box V) (January 1994) 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



itional application No. 
PCT/JP 00/06840 



Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: IV. 



133 and 134, respectively, is "DNA the expression of 
which is induced by shear stress stimulus in vascular 
endothelium". However, as the applicant recognizes, " DNA 
the expression of which is induced by shear stress 
stimulus in vascular endothelium", is already known, 
through proteins such as endothelin-1 and monocyte 
chemotactic protein-1. Therefore, the claims associated 
with each of the aforementioned nucleotide sequences (or 
amino acid sequences) do not have a common "special 
technical future" . 



Therefore, the claims encompass 86 separate 
inventions associated with the nucleotide sequences 
represented by SEQ ID NO: 143, 145, 147, 151, 153, 155, 
157, 168, 170, 172, 111, 113, 117, 119, 121, 123, 125, 
127, 135, 137, 139, 141, 1, 3, 5, 7, 9, 11, 13, 15, 17, 
19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45, 
47, 49, 51, 53, 55, 57, 59,- 61, 63, 65, 67, 69,-71, 73, 
75, 77, 79, 81, 83, 85, 87, 89, 91, 93, 95, 97, 99, 101, 
103, 105, 107 and 109 (or the amino acid sequences 
represented by SEQ ID NO: 144, 146, 148, 150, 152, 154, 
156, 158, 169, 171, 173, 112, 114, 118, 120, 122, 124, 
126, 128, 136, 138, 140, 142, 2, 4, 6, 8, 10, 12, 14, 16, 
18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 
46, 48, 50, 52, 54, 56, 58, 60, 62, 64, 66, 68, 70, 72, 
74, 76, 78, 80, 82, 34, 86, 88, 90, 92, 94, 96, 98, 100, 
102, 104, 106, 108 and 110) and the nucleotide sequences 
represented by SEQ ID NO: 115, 116, 129, 130, 131, 132, 
133 and 134, respectively. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1 . Statement 

Novelty (N) 

Inventive step (IS) 
Industrial applicability (IA) 



Claims 



1, 5-10, 35, 41, 42, 44, 47-50 YES 



Claims 


2, 


4, 


11, 12, 


36-40, 


43, 


45, 


46 


NO 


Claims 


1, 


5- 


10, 35, 


41, 42, 


44, 


47- 


50 


YES 


Claims 


2, 


4, 


11, 12, 


36-40, 


43, 


45, 


46 


NO 


Claims 




1 


, 2, 4 


-12, 


35- 


50 




YES 


Claims 
















NO 



Citations and explanations 

Document 1: WO, 99/14327, A2 (Genentech, Inc.) , 25 March 



Document 2 : 



Document 3 



Document 4 



1999 (25.03. 99) 

WO, 99/14328, A2 (Genentech, Inc), 25 March 
1999 (25.03. 99) 

James N. Topper et al., "Blood flow and 
vascular gene expression: fluid shear stress 
as a modulator of endothelial phenotype", 
Molecular Medicine Today, January 1999, Vol. 
5, No. 1, pp. 40-46 

Joji Ando et al., "Flow-dependent regulation 
of gene expression in vascular endothelial 
cells", Japanese Heart Journal, January 1996, 
Vol. 37, No. 1, pp. 19-32 



Claims 2, 4, 11, 12, 36-40, 43, 45, 46 

The inventions set forth in Claims 2, 4, 11, 12, 
36-40, 43, 45, 46 are not novel over Documents 1 and 2, 
cited in the international search report. 

DNA coding PR024 6 disclosed in Documents 1 and 2 
(see Document 1, Fig. 26 (Accession No. X28436) and 
Document 2, Figure 16 (Accession No. X52221)) is DNA with 
a nucleotide sequence represented by SEQ NO ID: 143 in the 
present application, lacking 12 bases towards the 5 f end 
and with C instead of T as base 680, and thus can be 
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regarded as DNA which will hybridize under stringent 
conditions with DNA having a nucleotide sequence 
represented by SEQ ID NO: 143. Documents 1 and 2 also 
disclose PR0246 and amino acid sequences for the same (see 
Document 1, Fig. 27 (Accession No. Y05286) and Document 2, 
Figure 17 (Accession No. Y13351)}. Moreover, Documents 1 
and 2 also disclose recombination vectors including said 
DNA, recombinant DNA and t ransf ormant s , protein obtained 
by expressing said DNA and antibodies to PR0246. PR0246 
has almost the same acid sequence as protein having an 
amino acid sequence represented by SEQ ID NO: 144 and, 
therefore, can be expected to have the same 
characteristics and applications as a protein having the 
amino acid sequence represented by SEQ ID NO: 144. 

Claims 1, 5-10, 35, 41, 42, 44, 47-50 

The inventions set forth in Claims 1, 5-10, 35, 41, 
42, 44, 47-50 are novel and involve an inventive step 
relative to Documents 1, 2, and Documents 3 and 4, which 
are also cited in the international search report. 

Documents 1-4 do not disclose or suggest DNA having 
a nucleotide sequence represented by SEQ ID NO: 143 as such 
or protein having an amino acid sequence represented by 
SEQ ID NO: 144 as such, and do not disclose or suggest 
using said DNA or related DNA in detection of shear-stress 
response genes or genes associated with arteriosclerosis, 
or using an antibody to said protein or related protein in 
diagnosis of vascular conditions causing arteriosclerosis 
or screening agents for treating vascular conditions. 
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VI. Certain documents cited 


1. Certain published documents (Rule 70.10) 








Application No. 


Publication date 


Filing date 




Priority date (valid claim) 


Patent No. 


(day/ month 'year) 


(day month year) 




(day/month/year) 


WO.99/58660.AI[E.X] 


1 8 November 1999 (18.11.1999) 


06 May 1999(06.05.1999) 


12 May 1998 ( 12.05. 1998) 


WO.OO/11015.A1[E.X] 


02 March 2000 (02.03.2000) 


24 August 1999 (24.08.1999) 


24 August 1998 (24.08.1998) 



WO.00/15666 A2[E.X] 23 March 2000 (23.03.2000) 08 September 1999 (08.09.1999) 10.09.98 



2. Non-written disclosures (Rule 70.9) 

Date of written disclosure 

Kind of non-written disclosure Date of non-written disclosure referring to non-written disclosure 

(day month year) (day/month/year) 
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LACK OF UNITY OF INVENTION 
SHEET B 



Application Number 

EP 00 96 3041 



The Search Division considers that the present European patent application does not comply with the 
requirements of unity of invention and relates to several inventions or groups of inventions, namely: 

Invention 1: claims 1, 2, 4-12, 35-51 (partially) 

A shear stress-responsive DNA having the nucleotide sequence 
of SEQ ID NO 143, corresponding protein, and all downstream 
inventions as specified in the claims. 

Invention 2: claims 1, 2, 4-12, 35-51 (partially) 

A shear stress-responsive DNA having the nucleotide sequence 
of SEQ ID NO 145, corresponding protein, and all downstream 
inventions as specified in the claims. 

Invention 3: claim 3 (completely); claims 1, 2, 
4-12, 35-51 (partially) 



A shear stress-responsive DNA having the nucleotide sequence 
of SEQ ID NO 147, corresponding protein, and all downstream 
inventions as specified in the claims. 

Inventions 4-11: claims 1, 2, 4-12, 
35-51 (partially) 



A shear stress-responsive DNA having the nucleotide sequence 
of SEQ ID NO 149, 151, 153, 155, 157, 168, 170, 
respectively; corresponding proteins, and all downstream 
inventions as specified in the claims. 

Inventions 12-31: claims 13-19, 52-57 (partially) 

A shear stress-responsive DNA having the nucleotide sequence 
of SEQ ID NO 111, 113, 115, 116, 117, 119, 121, 123, 125, 
127, 129, 130, 131, 132, 133, 134, 135, 137, 139 and 141, 
respectively; corresponding protein, and all downstream 
inventions as specified in the claims. 

Invention 32: claims 20, 23, 25, 26, 28, 30-32, 60, 

61, 64, 65, 69, 70, 72, 74-76 (partially) 



A shear stress-responsive DNA having the nucleotide sequence 
of SEQ ID NO 1; corresponding protein, and all downstream 
inventions as specified in the claims. 

Invention 33: claims 20, 23, 25, 26, 28, 30-32, 61, 
64, 65, 69, 70, 72, 74-76 (partially) 



A shear stress-responsive DNA having the nucleotide sequence 
of SEQ ID NO 3; corresponding protein, and all downstream 
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EP 00 96 3041 



Application Number 



The Search Division considers that the present European patent application does not comply with the 
requirements of unity of invention and relates to several inventions or groups of inventions, namely: 



inventions as specified in the claims. 

Invention 34: claims 20, 23, 25, 26, 28, 30-32, 

61, 64, 65, 69, 70, 72, 74-76 (partially) 



A shear stress-responsive DNA having the nucleotide sequence 
of SEQ ID NO 5; corresponding protein, and all downstream 
inventions as specified in the claims. 

Invention 35: claims 21, 22, 24, 27, 62, 63, 66-68, 

71, 73 (completely); claims 20, 23, 25, 26, 28, 
30-32, 61, 64, 65, 69, 70, 72, 74-76 (partially) 



A shear stress-responsive DNA having the nucleotide sequence 
of SEQ ID NO 7; corresponding protein, and all downstream 
inventions as specified in the claims. 

Inventions 36-86: claims 20, 23, 25, 26, 28, 30-32, 

61, 64, 65, 69, 70, 72, 74-76 (partially) 



A shear stress-responsive DNA having the nucleotide sequence 
of SEQ ID NO 9, 11, 13, 107, 109, respectively; 

corresponding protein, and all downstream inventions as 
specified in the claims. 
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